# The first two authors contributed equally Tel +44 (0)1413303656 Fax: +44 (0)1419426521 Supporting Information Supporting Information 1: Loss of Apc deficient cells within the kidney. A-C) RFP IHC performed on kidney sections from an AhCre negative Rosa-tdRFP mouse (A) and AhCre positive Rosa-tdRFP mice at P2 (B) and 6 months (C). Black arrows denote positive staining in B and C. D-F) GFP IHC performed on kidney sections from AhCre -Z/EG + Apc +/+ (D), (E) and AhCre + Z/EG + Apc fl/fl mice. Red arrows denote false positive staining of tubules in both cre negative and positive mice. Black arrows shows staining of GFP (E-F), insets highlight positive staining. Note very few GFP positive cells are seen in the kidneys from AhCre + Z/EG + Apc fl/fl mice. G) Semi-Quantitative PCR investigating levels of recombined Apc allele. The 314bp band is the unrecombined Apc allele, 258bp band the recombined allele and the 226bp band is the wild type allele. As can be seen there is little/no recombined allele detectable in the kidneys from AhCre + Apc fl/fl Apc mice at 2 months consistent with the GFP reporter and the β-catenin IHC. However in kidneys from AhCre + Apc fl/fl p21 -/at 2 month of age, which are full of lesions and tumours, there are marked levels of the recombined allele. Supporting Information 2: Upregulation of p21 in Apc deficient kidney cells. A-C) IHC on AhCre + Apc +/+ (labelled Wt) kidneys for β-catenin (A), p21 (B) and p16 (C). Note there is no nuclear expression of β-catenin, p21 or p16 in these kidneys. D-E) IF on AhCre + Apc +/+ (labelled Wt) kidneys for β-catenin (D) and p21 (E). Note there is no nuclear expression of β-catenin or p21. F) IF on AhCre + Apc fl/fl (labelled Apc) kidneys lesion for p21 (F), note clear nuclear green staining for p21. G) IF on AhCre + Apc fl/fl fl p21 -/-(labelled Apc p21) kidneys lesion for both for β-catenin (red) and p21 (green). Note only red stain is present, showing complete lack of green p21 staining. H-K). IHC on serial sections from AhCre + Apc fl/fl (labelled Apc) kidneys for β-catenin and p21. Note clear upregulation of β-catenin and p21 in these small lesions. Supporting Information 3: p21 loss drives renal carcinoma. A) Pan Kertain staining of premalignant lesion from AhCre + Apc fl/fl mouse. Black arrow denotes strong staining in the epithelial lesion. Red arrow shows non staining surrounding stroma. B) IHC for the T cell marker CD3. Black arrows shows non
staining epithelial cells, red arrow denotes strongly staining T cells surrounding lesion. C) Lesion spectrum within kidney from AhCre + Apc fl/fl p21 +/+ (Apc), AhCre + Apc fl/fl p21 +/-(Apc p21 +/-) and AhCre + Apc fl/fl p21 -/-(Apc p21 -/-) at 2 months of age. D) Total lesion area within AhCre + Apc fl/fl p21 +/+ , AhCre + Apc fl/fl p21 +/and AhCre + Apc fl/fl p21 -/at 2 months of age. Significantly increased area was observed between AhCre + Apc fl/fl p21 -/or AhCre + Apc fl/fl p21 +/when compared to AhCre + Apc fl/fl p21 +/+ mice (Mann Whitney, p=>0.001). 
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